M a i n r e s u l t s
Meta-analyses showed that long-acting bronchodilators and CSs, but not ipratropium, were more effective than placebo for reducing the number of patients with ≥ 1 exacerbation (Table) ; combination therapy and monotherapy did not differ, but short-acting β-agonists plus ipratropium were more effective than such β-agonists alone (Table) . Long-acting β-agonists (LABAs) plus CSs led to fewer deaths than did placebo or CSs alone but did not differ from LABAs alone (Table) 
C o m m e n t a r y
In managing stable COPD, physicians aim to reduce symptoms and improve quality of life. Given the significant effect of exacerbations of COPD on quality of life, decline in lung function, and mortality, treatments that lessen their effect are of profound importance. Long-acting anticholinergics, LABAs, and ICSs are effective in reducing exacerbation rates in COPD. Positive effects on health-related quality of life are reported in most studies. Combination therapy with inhaled LABAs plus CSs is effective in reducing exacerbations, but the reviews by Wilt and colleagues and by Nannini and colleagues differ in their conclusions about the efficacy of combination therapy compared with its monoconstituents. In the review and another recent meta-analysis by Nannini and colleagues, combination therapy was more effective than either monocomponent for reducing exacerbations, whereas Wilt and colleagues found no additional benefit for combination therapy compared with its monocomponents. The differing findings relate to variations in analyses of exacerbation rates and inclusion of different studies in the meta-analyses. Wilt and colleagues reported exacerbation rates as the proportion of patients having an exacerbation, while Nannini and colleagues reported their results as mean exacerbation rates for each group. Both methods appear to be valid, but Aaron and colleagues (1), who reviewed the difficulties surrounding counting, analyzing, and reporting exacerbations in COPD trials, argue that future studies should report results using mean exacerbations per patient-year as the primary outcome. As they contend, methods of defining and analyzing exacerbation rates in COPD differ greatly among trials, and such differences can lead to marked variations in assessments of treatment effects.
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